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Résumé en
anglais
Multiple endocrine neoplasia syndrome type 1 (MEN1), which is secondary to
mutation of the MEN1 gene, is a rare autosomal-dominant disease that predisposes
mutation carriers to endocrine tumors. Although genotype-phenotype studies have so
far failed to identify any statistical correlations, some families harbor recurrent
tumor patterns. The function of MENIN is unclear, but has been described through
the discovery of its interacting partners. Mutations in the interacting domains of
MENIN functional partners have been shown to directly alter its regulation abilities.
We report on a cohort of MEN1 patients from the Groupe d'étude des Tumeurs
Endocrines. Patients with a molecular diagnosis and a clinical follow-up, totaling 262
families and 806 patients, were included. Associations between mutation type,
location or interacting factors of the MENIN protein and death as well as the
occurrence of MEN1-related tumors were tested using a frailty Cox model to adjust
for potential heterogeneity across families. Accounting for the heterogeneity across
families, the overall risk of death was significantly higher when mutations affected
the JunD interacting domain (adjusted HR = 1.88: 95%-CI = 1.15-3.07). Patients had
a higher risk of death from cancers of the MEN1 spectrum (HR = 2.34; 95%-CI =
1.23-4.43). This genotype-phenotype correlation study confirmed the lack of direct
genotype-phenotype correlations. However, patients with mutations affecting the
JunD interacting domain had a higher risk of death secondary to a MEN1 tumor and
should thus be considered for surgical indications, genetic counseling and follow-up.
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